O1[C@H](/C(=C/[C@H]2C[C@@H](OC)[C@H](O)CC2)/C)[C@H](C)[C@@H](O)CC(=O)[C@@H]( \C=C(/C)\[C@@H](O)[C@@H](C[C@H](OC)[C@H]2O[C@](O)([C@@H](C[C@@H]2OC)C)C(=O) C(=O)N2[C@@H](CCCC2)C1=O)C)5 1PKF s1cc(nc1C)\C=C(/C)\[C@H]1OC(=O)C[C@H](O)C(C)(C)C(=O)[C@H](C)[C@@H](O)[C@H](CC C\C(=C/C1)\C)C 34 4.50 491 96.724 6 2 6 1R8Q O1[C@H](CCC\C=C\[C@H]2[C@@H](C[C@@H](O)C2)[C@H](O)CCC1=O)C 20 1.80 280 66.761 4 2 7 1UU3 O1CCn2c3c(c(C4=C(c5c6c(n(CC[C@H]1CN(C)C)c5)cccc6)C(=O)NC4=O)c2)cccc3 35 3.74 465 72.273 7 1 8 1W96 O1[C@@H](CCCC[C@H](OC)[C@H](OC)\C=C\[C@@H]([C@@H]2O[C@](O)([C@H](C)C1=O)[C @H](OC)[C@@H](O)[C@@H]2C)C)c1ccccc1 37 2.50 520 103.697 8 2 9 2C6H O1[C@H](CC)[C@@H](\C=C\C(=O)[C@H](C[C@H](C)[C@H](O[C@H]2O[C@H](C[C@@H](N( C)C)[C@@H]2O)C)[C@@H](C)C1=O)C)CO[C@H]1C[C@H](O[C@H]2[C@H](C)[C@@H](O[C@@H]3O[C@H](C)C[C@@H]([C@H]3O)N( C)C)[C@@H](C)C[C@]3(CO3)C(=O)[C@H](C)[C@@H](O)[C@@H](C)[C@@H](C)OC(=O)[C@@H] 2C)O[C@@H](C)[C@@H]O=C/1NC2=CC(=O)C=C([C@H](OC)[C@H](C[C@H](OC)[C@H](OC)[C@H](\C=C(/C)\[C@H]( OC(=O)N)[C@H](/C=C\C=C\1/C)C)C)C)C2=O 40 0.34 558 143.270 10 3 13 2XBK C[C@H]1O[C@@H](O[C@@H]2C[C@@H]3O[C@@](O)(C[C@H](O)[C@H]3C(O)=O)C[C@@H](O) C\C=C\C=C\C(=O)O[C@H](C)C\C=C\C=C\C=C\C=C\2)[C@@H](O)[C@@H](N)[C@@H]O=C1N[C@@H](C[C@@H](CCCCCCCC(=O)N[C@H]1C)C)[C@@H](O)C[C@H](C(=O)NCCCC) C 31 3.70 439 107.522 7 4 16 3DV5 O=C1N[C@@H](C[C@@H](CCCCCCCCC(=O)N(C)[C@H]1C)C)[C@H](O)CNCc1cc(ccc1)C(C)
RMSD Values for Each Conformer
The conformers were generated with molecular dynamics/large-scale low-mode sampling (MD/LLMod) method [1] . For each conformer, the calculated RMSD (with respect to the crystal structure) is given in the graphics that follow: 
The C7 Stereocenter of 9 (YC-17, Complex 2C6H)
The absolute configuration of ligand 9 (compound YC-17), which was subjected to the molecular dockings explained in the main text, is that found in crystal structure PDB 2C6H, shown in Figure  S1A (7S). However, the original report of this complex [2] and other papers concerning this molecule [3] indicate that in the natural product the configuration of C7 is R, as shown in Figure S1B .
Where is the mistake? Was epimer 7S ( Figure S1A ) subjected to co-crystallization by the authors? Or was the natural product (7R, Figure S1B ) subjected to co-crystallization but the epimerization took place in the meantime (e.g., due to the presence of a tertiary amine in the structure)? Figure S1 . (A) Ligand 9 with the density map downloaded from the Electron Density Server web (http://eds.bmc.uu.se/); (B) compound 9 as it appears in the chemical literature [2, 3] .
To estimate the relevance of the configuration at C7, we carried out representative dockings with epimer 7R (B) by using AD Vina and Glide. The results (second line of the following summary) were compared with those in Table 4 The result of Glide suggests that the natural product (B) fits better in the binding pocket. A mistake in the PDB drawing is possible. Re-scoring of Glide with MM-GBSA (Table 6) 
AutoDock 4.2 vs. AutoDock 4.2 Flex (Flexible Rings Docking)
One of the advantages of AD 4.2 is that it permits to take into account the flexibility of the rings during the docking time [4] . However, the dockings carried out with the flexible rings subroutine (AD 4.2 Flex) did not improve the standard results (Table S2) , as shown in Table S4 , except for ligands 14 and 19. Three representative examples are depicted below. In case A the flexible rings docking produced a result similar to the standard AD 4.2. In B the RMSD values using AD 4.2 Flex increased too much, which was quite common. In C the RMSD values obtained with AD 4.2 Flex improved with regard to the AD 4.2 values (this occurred for cases 14 and 19, as mentioned above).
